reporting the relationship between medication for ADHD and injuries." Then you may have a further bullet or a sub-bullet saying, "It is expected that the scope of this review will also be limited by the number of studies describing the effect of comorbid conditions affecting the relationship between ADHD and injuries." "injury can be defined as "the physical damage that results when a human body is suddenly subjected to energy in amounts that exceed the threshold of physiological tolerance or else the result of a lack of one or more vital elements, such as oxygen" [1] ." -Consider: -"… injury can be defined as, "The physical damage that results when a human body is suddenly subjected to energy in amounts that exceed the threshold of physiological tolerance or else the result of a lack of one or more vital elements, such as oxygen." [1] . "traffic lesions," -Most readers of English would not recognise this phrase. Sorry if you expected me to recognise lesions in this context but I don"t. When referring to "children" it might be better to refer to "children and young people (CYP)" "sequels" -Change to "sequelae" "Sex and age influence in a significant way the risk of suffering an unintentional injury," -Sex and age do not per se influence the injury do they? I would prefer to read that the risk of injuries varies by sex and by age. Therefore you will not be implying that the relationship between sex and injuries is directly causal. "Sex and age influence in a significant way the risk of suffering an unintentional injury, as well as its type, with greater risk for male children under one year of age and over fifteen." -Rephrase this whole sentence. For example, "Injury risk varies by age and sex. For example, the risk of injuries in males is highest in children under one and young people above fifteen years old." "Socio-economic background" -I prefer to read about the area-level socioeconomic deprivation. "Background" implies to me something inherent in the person. Or you could try socio-economic deprivation, without referring to "area level" if you prefer. I think you will find that most studies measure area-level socio-economic deprivation or parental education or household income etc. It is not really feasible to measure the person"s own socioeconomic deprivation most of the time. "also clearly related to the likelihood of having an unintentional injury" -Write this more scientifically. For example, "…strongly associated with the probability of unintentional injury." "Unintentional injuries are four times greater in low-income countries than in high-income countries." -Again write scientifically. The injuries themselves are not four times greater. That might imply, for example, that the burn was four times as severe or covering an area that is four times greater. Try, "The risk of unintentional injuries is four times greater in lowincome countries than in high-income countries." If you are going to state this sort of figure then I would like to know where this came from (a reference) and a numerical report of an odds ratio with confidence intervals, for example. "Similarly, children from families from low socio-economic backgrounds have a higher prevalence of unintentional injuries in all countries compared to those form more advantaged socio-economic background [2, 3] ." -Interesting that you refer to the "prevalence" of an injury. I would see most unintentional injuries as a "one off" occurrence that happens acutely. I would expect you to talk about incidence of injury not prevalence. You used the word "similiarly" but I don"t think the statement in this sentence is similar to the previous sentence. Remove "similarly" unless you are stating a similar statistic to the previous sentence. Also note my comments about numerical values when reporting estimates of association, probabilities or risks. Do not just state "higher" but try to quantify this value. For example "Globally, children from families in the lowest fifth of household earnings have an incidence of unintentional injuries that is five times greater than in the highest fifth of household earnings." "Therefore, unintentional injuries contribute to maintaining or increasing social inequalities both between and within countries." -I don"t agree with your logic here. You are implying that the fact that children from more deprived homes have more injuries is evidence for the fact that there are then ongoing inequalities within and between countries. Whilst this might be true, this is not automatically implied by your previous sentence. The word "therefore" is not correct for this reason. Perhaps you can rephrase this and say "As a result of the higher incidence of unintentional injuries in children from the most deprived [choose your own term to fit with what you finally decide to deprivation] there is a contribution to ongoing inequalities between children within nations and comparing children from different nations." "Short and long-term economic costs of injuries are daunting." -Try a different first sentence for this paragraph. Whilst the costs may induce this emotional reaction, I think you would rather state that the short and long term economic costs are a significant burden on national spending? You could give a figure to quantify that here. For example, "There is little evidence on the evidence of the economic costs of injuries as a proportion of gross domestic product (GDP) globally. However, …." Then carry on with the costs you have stated.
You may want to add USA costs from Finkelstein (2006) here. ("The incidence and economic burden of injuries in the United States" Publisher: Oxford University Press, Oxford.) "Interestingly, after identifying the leading causes of lesions and implementing specific solutions for them, deaths have decreased by 50% in some countries [2, 3] ." -Choose a different word to "interestingly". I don"t this adds to your sentence. "Due to the above-mentioned reasons, research on children unintentional injuries and their prevention is considered a public health priority." -Consider a more scientific style. For example, "Accurate estimates of the risk of unintentional injuries in children and young people with ADHD is therefore a public health priority". However, at this point in the article you have made a good case for why we need to learn more about the risk of injuries but not about why in children with ADHD. Therefore this sentence does not convince me here. "Recent research has unquestionably related ADHD to a high risk of premature death" -Very little research is "unquestionable". This word leads me to sense hyperbole. Consider a different word and phrasing this more scientifically. "is specially appalling" -"especially" -Again. I don"t feel this adds more scientific information to the piece. Consider something about the economic cost of injuries to make your point. For example, you can state that children and young people with ADHD are more likely to die prematurely and that injuries are a common cause of death and therefore you think it is important to describe the epidemiology of injuries in this group of children. However, I thought you were planning to describe all unintentional injuries -regardless of whether they ended in death or not. Therefore, I think you need to rethink the first sentence of this paragraph. This whole paragraph needs more thought, please. "Undoubtedly," -This sentence tells me very little "Undoubtedly," would imply that the words to follow have been proven beyond all reasonable doubt. Few things in life are proven to that degree. Rethink your scientific writing style, therefore. Quantify the economic burden of ADHD here. There is an article in press by Sayal et al in Lancet psychiatry that might help you here. Look out for it. It should be published soon. -Again this is a short, two sentence paragraph, and should be improved. -Your use of the dollar sign after the number is not fitting with convention. Consider writing it before the number. General comments: Why have you only chosen two psychiatric comorbidities (ODD or conduct disorder)? "We will endeavour to follow state-of-the art recommendations f" -Again this is more hyperbole. Please write scientifically. If you follow "state of the art recommendations" but you "endeavour" to do this, it might imply you will not succeed. Rephrase, for example, to say "We will follow the XXX guidelines." "A positive answer to the question: "Have you ever been told that you have ADHD by a doctor?" or similar questions;" -What are the "similar questions"? Perhaps you should be clear from now that you will identify children with ADHD as those who have been given a diagnosis and/or treatment for ADHD. However, if you do this then you will be identifying children with clinically known or recorded ADHD and the administrative prevalence may be as low as 0.8% according to some estimates (and varies greatly worldwide). You should also try to include studies where the ADHD was found in community studies and in health care systems. This will be much more inclusive. Then you can also go on to say you will have sub-groups depending on how ADHD was defined (depending on how many papers you find). "Types ofstudies to be included" -Typing error here "Electronic searches will be performed separately in the following databases:
Web of Science Core Collection" -This is too limited. What about the Psychlit database? Consider looking for grey literature and web searches.
VERSION 1 -AUTHOR RESPONSE
Due to the amount of economic and social resources invested in the treatment of lesions, Comment: Reappraise your use of the work "lesions". This currently does not make sense to me in this context.
Response:
We thank the reviewer for the suggestion. We have replaced the term "lesion" with the term "injury" all through the article.
impact of ADHD pharmacological treatment.
Comment: Consider rephrasing. I would prefer to read "impact of pharmacological treatment for ADHD." Response:
We have followed the reviewer´s recommendation. We wish to thank the reviewer for the effort taken when providing an alternative wording here and all through his review.
We will search multiple databases Comment: Consider stating the number of databases, "We will search X databases"
We thank the reviewer for this recommendation. We have changed the text to: "We will combine results from 114 databases"
Comment:
Since searching a large number individual databases is very time consuming, we addressed this issue using a reference aggregator that combines results from multiple databases into a single search.
Response: We will directly search 3 major databases (PubMed, Scopus, Web of Science); and additionally we will combine the results with those from Unika, an aggregator (described in detail in p16 of the manuscript and p4-5 of the Supplementary Material of the protocol) that includes in total 114 databases Unika provides results from a wide variety of sources, including several psychology databases, thesis repositories, etc. Searches through this reference aggregator will yield many additional records to the other scientific databases that will permit to explore the grey literature so as not to miss potentially relevant references.
"Articles reporting odds ratios"
Comment: What about articles that report hazard ratios? Will you only be looking for case-control studies (those would be the ones that report odds ratios) or will you look for cohort studies (that would report a relative risk, risk ratio or hazard ratio) as well? I presume the latter. Please clarify and be specific.
Response:
We thank the reviewer for raising this important question and we fully agree with this comment regarding cohort studies. Moreover, we believe that the combination of Hazard ratios from Cox proportional hazards models obtained from cohort studies are especially relevant since they are timeof-follow-up-independent. We have changed the abstract to "Articles reporting odds ratios or hazard ratios of suffering an injury in ADHD compared to controls (or enough data to calculate them), will be combined using Robust Variance Estimation..." We note that the previous version of the protocol already indicated the following (p28).: "Since more than one injury can occur in one individual, the use of Cox Proportional Hazards Models is desirable since hazard ratios (HR) estimate the rate to injuries and are independent of the time of follow-up. However, our scoping of the literature indicated that such kind of studies is rare. We will evaluate the feasibility of carrying out an analysis of the average effect size of studies reporting HR outcomes. Studies will be summarized narratively if such an analysis is not feasible." After we submitted the protocol to BMJOpen, we have carried out an updated search and found that there have been several recent high-quality studies reporting Hazard Ratios (including the Ph.D. thesis by the Reviewer). These additional contributions will allow pooling Hazard Ratios. We have updated the protocol to indicate this. The paragraph in p28 now reads as follows: Since more than one injury can occur in one individual, the use of Cox Proportional Hazards Models is desirable since hazard ratios (HR) estimate the rate to injuries and are independent of the time of follow-up. Whereas this kind of studies is rare, we will additionally evaluate the average effect size of studies reporting HR outcomes.
Comment:
We have provided additional clarifications in this regard in the following sections: P23: Odds ratios will be calculated from the reported data if they cannot be directly extracted. OR and HR above 1 will indicate a higher risk of unintentional injuries in the ADHD population compared to the non-ADHD groups. All valid outcomes from articles will be included in a single database. These will include any unadjusted or adjusted OR or HR which would fulfil independently the inclusion criteria of our meta-analysis.
Response: P26: We will first calculate a population-average effect size (odds ratios and hazard ratios separately) through the combination of the most general and better statistically controlled outcome per study. If there is more than one possible outcome fulfilling these criteria they will all be included in the analysis.
P28: Sensitivity and meta-regression analyses will be carried out only for the combination of odds ratios, as we do not expect enough studies to carry out this kind of analyses for the combination of hazard ratios. 
Response:
We thank the reviewer for his recommendation and his attention to detail. Whereas the case named by the reviewer was not a double spacing (as the reviewer points out, we believe it was an artifact of the html version) we have found several instances of double spacing and corrected them. 
We have tried to clarify the sentence with the following wording: "Clinical importance of answering whether ADHD medications have a significant influence on the risk of injuries." We believe that the proposed wording improves this important sentence and we want to thank the reviewer for pointing out the lack of clarity.
"5. The main expected limitation is the number of articles studying the relationship between ADHD drugs and lesions and similarly, the number of articles taking into account comorbidity in the analysis."
Comment: -Again check the spacing after the number. On my screen this looked larger than expected.
-Your use of the word "lesions" again confused me. -I do not think this bullet sits well with the others. I think you should think about saying something like, "It is expected that the scope of this review will be limited by the number of studies reporting the relationship between medication for ADHD and injuries." Then you may have a further bullet or a sub-bullet saying, "It is expected that the scope of this review will also be limited by the number of studies describing the effect of comorbid conditions affecting the relationship between ADHD and injuries."
We thank the reviewer for this important comment. Regarding the spacing, we have checked and it was due to the automatic numbering of Word. More importantly, we have decided to simplify the text to the first part of the paragraph following the reviewer"s recommendation. The paragraph now reads as follows: "It is expected that the scope of this review will be limited by the number of studies reporting the relationship between medication for ADHD and risk of injuries" "Comment: injury can be defined as "the physical damage that results when a human body is suddenly subjected to energy in amounts that exceed the threshold of physiological tolerance or else the result of a lack of one or more vital elements, such as oxygen" [1] ."-Consider: -"… injury can be defined as, "The physical damage that results when a human body is suddenly subjected to energy in amounts that exceed the threshold of physiological tolerance or else the result of a lack of one or more vital elements, such as oxygen." [1] .
We have changed the paragraph as proposed.
"traffic lesions," Comment:
Most readers of English would not recognise this phrase. Sorry if you expected me to recognise lesions in this context but I don"t.
Response: Changed, as indicated in response above.
Comment: When referring to "children" it might be better to refer to "children and young people (CYP)" Response: We have followed the reviewer"s recommendation and changed most instances in which we only named children to CYP. We have left the alternative wording of "children and adolescents" in some other cases.
"sequels" Comment: Change to "sequelae"
We have carried out the change.
"Sex and age influence in a significant way the risk of suffering an unintentional injury," Comment: Sex and age do not per se influence the injury do they? I would prefer to read that the risk of injuries varies by sex and by age. Therefore you will not be implying that the relationship between sex and injuries is directly causal. "Sex and age influence in a significant way the risk of suffering an unintentional injury, as well as its type, with greater risk for male children under one year of age and over fifteen."
Response: Rephrase this whole sentence. For example, "Injury risk varies by age and sex. For example, the risk of injuries in males is highest in children under one and young people above fifteen years old."
We fully agree with the reviewer"s comment and have followed his recommendation. "Socio-economic background" Comment: I prefer to read about the area-level socioeconomic deprivation. "Background" implies to me something inherent in the person. Or you could try socio-economic deprivation, without referring to "area level" if you prefer. I think you will find that most studies measure arealevel socio-economic deprivation or parental education or household income etc. It is not really feasible to measure the person"s own socioeconomic deprivation most of the time. "also clearly related to the likelihood of having an unintentional injury" Response: Write this more scientifically. For example, "…strongly associated with the probability of unintentional injury." "Unintentional injuries are four times greater in low-income countries than in high-income countries." Comment: Again write scientifically. The injuries themselves are not four times greater. That might imply, for example, that the burn was four times as severe or covering an area that is four times greater. Try, "The risk of unintentional injuries is four times greater in low-income countries than in high-income countries." If you are going to state this sort of figure then I would like to know where this came from (a reference) and a numerical report of an odds ratio with confidence intervals, for example. "Similarly, children from families from low socio-economic backgrounds have a higher prevalence of unintentional injuries in all countries compared to those form more advantaged socio-economic background [2, 3] ."
Response: Following all comments above we have fully rewritten the paragraph. We believe that the current version, following the guidelines made by the reviewer, greatly improves the accuracy of the introduction of our manuscript. The current version of the paragraphs reads as follows: Injury risk varies by sex, with a higher risk in males. It also varies with age.
According to the World Health Organization 2008 report on child injury prevention 1, in high-income countries children under one year and over 15 have greater risks of death from unintentional injuries (28 and 23.9 death rates per 100,000 respectively). Socio-economic deprivation is an additional factor associated with the probability of unintentional injury. Rates (per 100,000) of estimated mortality due to unintentional injuries in CYP in high income countries were 12.2 as opposed to 41.7 in low and middle income countries in this same report by the World Health Organization 1.
Comment:
Interesting that you refer to the "prevalence" of an injury. I would see most unintentional injuries as a "one off" occurrence that happens acutely. I would expect you to talk about incidence of injury not prevalence
Response:
We agree with the reviewer and have reviewed the full manuscript to change prevalence to incidence.
Comment:
You used the word "similiarly" but I don"t think the statement in this sentence is similar to the previous sentence. Remove "similarly" unless you are stating a similar statistic to the previous sentence. Also note my comments about numerical values when reporting estimates of association, probabilities or risks. Do not just state "higher" but try to quantify this value. For example "Globally, children from families in the lowest fifth of household earnings have an incidence of unintentional injuries that is five times greater than in the highest fifth of household earnings." "Therefore, unintentional injuries contribute to maintaining or increasing social inequalities both between and within countries."
Response: I don"t agree with your logic here. You are implying that the fact that children from more deprived homes have more injuries is evidence for the fact that there are then ongoing inequalities within and between countries. Whilst this might be true, this is not automatically implied by your previous sentence. The word "therefore" is not correct for this reason. Perhaps you can rephrase this and say "As a result of the higher incidence of unintentional injuries in children from the most deprived [choose your own term to fit with what you finally decide to deprivation] there is a contribution to ongoing inequalities between children within nations and comparing children from different nations."
We thank the reviewer for all these suggestions, which have been addressed in the previous paragraph.
"Short and long-term economic costs of injuries are daunting." Comment: Try a different first sentence for this paragraph. Whilst the costs may induce this emotional reaction, I think you would rather state that the short and long term economic costs are a significant burden on national spending? You could give a figure to quantify that here. For example, "There is little evidence on the evidence of the economic costs of injuries as a proportion of gross domestic product (GDP) globally. However, …." Then carry on with the costs you have stated. Response: You may want to add USA costs from Finkelstein (2006) here. ("The incidence and economic burden of injuries in the United States" Publisher: Oxford University Press, Oxford.) We have followed the recommendations made by the reviewer. Regarding the costs in the USA, we have included the following sentence: The injuries that occurred in the year 2000 in CYP under 14 years old from the US will have an estimated lifetime cost from medical treatments of 11899 million dollars and of 38664 million from lost productivity 2.
"Interestingly, after identifying the leading causes of lesions and implementing specific solutions for them, deaths have decreased by 50% in some countries [2, 3] ." Comment: Choose a different word to "interestingly". I don"t this adds to your sentence.
Response:
We thank the reviewer for his comments. On reflection, we have decided to completely eliminate the sentence as prevention is not a key part of our study.
"Due to the above-mentioned reasons, research on children unintentional injuries and their prevention is considered a public health priority." Comment: Consider a more scientific style. For example, "Accurate estimates of the risk of unintentional injuries in children and young people with ADHD is therefore a public health priority". However, at this point in the article you have made a good case for why we need to learn more about the risk of injuries but not about why in children with ADHD. Therefore this sentence does not convince me here.
We agree with the reviewer and eliminated the full sentence as we do not think it added much to the manuscript.
"Recent research has unquestionably related ADHD to a high risk of premature death" Comment: Very little research is "unquestionable". This word leads me to sense hyperbole. Consider a different word and phrasing this more scientifically.
Response: "Unquestionably" has been eliminated from the sentence.
"is specially appalling" Comment: -"especially" -Again. I don"t feel this adds more scientific information to the piece. Consider something about the economic cost of injuries to make your point. For example, you can state that children and young people with ADHD are more likely to die prematurely and that injuries are a common cause of death and therefore you think it is important to describe the epidemiology of injuries in this group of children. However, I thought you were planning to describe all unintentional injuries -regardless of whether they ended in death or not. Therefore, I think you need to rethink the first sentence of this paragraph. This whole paragraph needs more thought, please. "Undoubtedly," -This sentence tells me very little "Undoubtedly," would imply that the words to follow have been proven beyond all reasonable doubt. Few things in life are proven to that degree. Rethink your scientific writing style, therefore. Quantify the economic burden of ADHD here. There is an article in press by Sayal et al in Lancet psychiatry that might help you here. Look out for it. It should be published soon. -Again this is a short, two sentence paragraph, and should be improved. -Your use of the dollar sign after the number is not fitting with convention. Consider writing it before the number.
We appreciate the reviewer´s effort to improve the clarity of our protocol. We have eliminated the problematic words, combined the two-sentence paragraph with the next one, and fixed the dollar issue. We regret that we have not been able to find the recommended reference.
General comments: Why have you only chosen two psychiatric comorbidities (ODD or conduct disorder)?
Response: An initial scooping of the literature indicated that these were the two most commonly evaluated comorbidities in relation to lesions. While other possible comorbidities (e.g motor problems) might also be related to unintentional injuries we do not expect to find many references that evaluate their relationship. Moreover, we leave an open door to exploring these comorbidities when we say: (p 28) "We will compare outcomes from studies in which the rate of ODD/CD is not controlled to those in which the presence of ODD or CD is controlled in the patient sample by design (excluding subjects with ODD or CD) or statistically, and to those in which all patients have comorbidity with these disorders. If feasible, a similar analysis, including any other comorbidities will be executed." "We will endeavour to follow state-of-the art recommendations f" Comment: Again this is more hyperbole. Please write scientifically. If you follow "state of the art recommendations" but you "endeavour" to do this, it might imply you will not succeed. Rephrase, for example, to say "We will follow the XXX guidelines."
We have re-phrased the sentence following the reviewer"s indications to: "We will follow health care and epidemiology meta-analytic research guidelines, namely:" "A positive answer to the question: "Have you ever been told that you have ADHD by a doctor?" or similar questions;" Comment: What are the "similar questions"? Perhaps you should be clear from now that you will identify children with ADHD as those who have been given a diagnosis and/or treatment for ADHD. However, if you do this then you will be identifying children with clinically known or recorded ADHD and the administrative prevalence may be as low as 0.8% according to some estimates (and varies greatly worldwide). You should also try to include studies where the ADHD was found in community studies and in health care systems. This will be much more inclusive. Then you can also go on to say you will have sub-groups depending on how ADHD was defined (depending on how many papers you find).
We thank the reviewer for pointing out that the wording of this important part of our protocol is not as clear as it should. We agree with the reviewer on the importance of including studies that use different definitions of ADHD. Indeed, we plan to include articles that define ADHD using very different methods. These include clinical diagnoses (which as noted by the reviewer may vary between countries).
Comment:
Additionally, medication intake is considered an alternative valid definition, which we agree with the reviewer that is closely related to a clinical diagnosis. Finally, and in agreement with the reviewer"s comment, we also plan to include articles that assess ADHD in community studies and health care systems. The diagnostic method #2 (Being above a pre-established threshold in a validated psychometric scale for the screening of ADHD) and #3 (The coding of the diagnosis in a medical registry) were directed at this aim.
Response:
We have reordered the operational definitions of ADHD so strategies #1-3 are more related to clinical diagnoses, whereas strategies #4 and 5 are more related to finding ADHD in community studies and health care systems. We have also expanded the text describing strategies aimed at finding ADHD in the community to make clearer this point. The two latter strategies are worded now as:
Being above a pre-established threshold in a validated psychometric scale for the screening of ADHD symptoms. This threshold can also be a percentile of the sample. Studies in which the severity of ADHD symptoms is related to injuries, but no explicit diagnostic threshold is used, will not be included. ADHD-related codes in medical, health-care or administrative registries Finally, we have appended the following text after the fifth valid strategies: Operational definitions #1-3 have been designed to include articles identifying children with clinically known or recorded ADHD diagnoses. Operational definitions #4-5 have been chosen to include articles that evaluate ADHD in community studies or health-care systems.
We hope all these clarifications make clearer the wide type of studies that we aim to include. 
